A new aristololactam, 5-methoxyaristololactam I (1), was isolated from an ethanol extract of the whole plant of Asarum ichangense C. Y. Cheng et C. S. Yang, together with twenty known compounds (2 -21). The structure of 1 was elucidated by spectroscopic methods .  Compounds 11, 13, 17, and 19 were isolated from Aristolochiaceae for the first time. Compounds 2, 14, and 15 are considered as common constituents of the genus Asarum.
Previously, we have conducted phytochemical studies of A. longerhizomatosum [4] [5] [6] , A. maximum [7] [8] [9] , and A. heterotropoides var. mandshuricum [10] . As part of ongoing research for nephrotoxic constituents and other bioactive natural products from this genus, we have examined the phytochemical composition of A. ichangense. Fractionation of a 70% EtOH extract of the whole plant led to the isolation of a new aristololactam, 5-methoxyaristololactam I (1), and twenty known compounds (2 -21) . This paper describes the isolation and structure elucidation of 1.
Compound 1 was obtained as yellow amorphous powder. Its molecular formula was determined as C 18 Figure 1B ) showed interactions between the methine at δ H 7.18 and the methoxy group at δ H 3.92 (3H, s), and also the methine at δ H 7.07 and another methoxy group at δ H 3.94 (3H, s). Thus, the two coupled protons were ascribed to H-6 and H-7, and the two methoxy groups must be attached at C-5 and C-8. HMBC correlations of δ H 7.18 (H-6) with δ C 148.0 (C-5), and δ H 7.07 (H-7) with δ C 151.3 (C-8) supported this conclusion. Based on those data, the structure of compound 1 was assigned as shown in Figure  1 , and the compound named 5-methoxyaristololactam I (5-CH 3 O-AL-I). To the best of our knowledge, this is the first natural 5-substituted aristololactam.
Compounds 2 -21 were identified as aristololactam I (AL-I, 2) [12] , aristolochic acid I (AA-I, 3) [12] , 7-hydroxyaristolochic acid I (7-OH-AA-I, 4) [13] , asatone (5) [14] , isoasatone A (6) [14] , isoasatone (7) [15], heterotropatrione (8) [14] , isoheterotropatrione (9) [14] , l-sesamin (10) [10], 2,3-methylenedioxy-4,5,6trimethoxyallylbenzene (11) [16] , euasarone (12) [17] , 5hydroxy-3,7-dimethoxy-3´,4´-methylenedioxyflavone (13) [21] , N-isobutylcinnamamide (17) [22] , N-isobutyl-3,4-methylenedioxycinnamamide (18) [6] , vaccinperoxypyran (19) [23], 3-methoxy-4-hydroxy-benzoic acid (20) [6] , and βsitosterol (21) [24] based on comparison of their physical and spectroscopic data with those reported. All of these known compounds were isolated from A. ichangense for the first time, and compounds 11, 13, 17, and 19 were also obtained from Aristolochiaceae plants for the first time.
It is accepted that AA-I (3) is a major constituent causing nephropathy in herbal remedies [25] . However, our previous research found that ALs, such as AL-I, AL-IVa and 7-CH 3 O-AL-IV, also exhibit cytotoxic activity against human kidney (HK)-2 cells [26] [27] [28] . We are currently investigating whether other AAs and ALs can cause injury in human kidney cells. Because our present study found the presence of 5-CH 3 O-AL-I (1), AL-I (2), AA-I (3), and 7-OH-AA-I (4) in A. ichangense, we suggest that using this plant as a medicine should be treated with more caution. Aristololactam I (AL-I, 2), (2S)-naringenin (14) , and (2S)-naringenin 5,7-di-O-β-D-pyranosylglucoside (15) have also been found in the roots and rhizomes of A. longerhizomatosum [4] [5] [6] , the roots of A. maximum [7] [8] [9] , and A. canadense [21] ; therefore, these three constituents may likely be considered as common constituents in Asarum species.
Experimental
General experimental procedures: ESIMS were measured on a Shimadzu LC-MS2010 instrument, and HRESIMS were measured on an APEX II FTICR-MS spectrometer (Bruker Daltonics). 1D NMR spectra were measured on a Bruker AVANCE DRX 500 spectrometer (Switzerland), and 2D NMR spectra on a Bruker ARX-600 NMR spectrometer with tetramethylsilane (TMS) as the internal reference and chemical shifts expressed in δ (ppm). UV spectra were recorded on a Shimadzu UV-2201 spectrometer. IR spectra were obtained using a Bruker IFS-55 spectrophotometer. 
Extraction and isolation:
The air-dried and powdered whole plants of A. ichangense (28 kg) were extracted with 70% EtOH (3×150 L) under reflux for a total of 6 h, and then solvent was removed under reduced pressure. The 70% EtOH extract (4360 g) was suspended in water and partitioned with light petroleum (60 -90 o C), CHCl 3 , EtOAc, and n-BuOH, successively. The light petroleum layer (260 g) was subjected to silica gel CC and gradient elution with n-hexane-EtOAc (30:1 to 0:1) to give 32 fractions (P-fractions 1-32). P-fraction 6 was subjected to semi-preparative HPLC (85% MeOH in H 2 O) to give compounds 11 (25 mg) and 12 (18 mg). P-fraction 11 was applied to CC on silica gel eluting with n-hexane-EtOAc (10:1) and then recrystallization with CHCl 3 gave compounds 10 (22 mg), 13 (120 mg), and 21 (200 mg), and 6 subfractions (subfractions 11.1-11.6). Subfraction 11.1 was subjected to preparative TLC (10% EtOAc in n-hexane) to give compound 19 (60 mg). P-fractions 13 and 19 were recrystallized to give compounds 5 (35 g) and 8 (3.2 g), respectively. The CHCl 3 -soluble fraction (600 g) was chromatographed over silica gel eluting with a gradient of light petroleum-EtOAc (30:1 to 0:1) and EtOAc-MeOH (0:1 to 1:0) to give 35 fractions (C-fractions 1-35). C-fractions 2-16 were recrystallized to give compound 5 (160 g); C-fractions 2 and 7 were further purified by CC on silica gel (10% EtOAc in n-hexane) to give compounds 13 (100 mg) and 7 (105 mg), respectively; C-fraction 18 was recrystallized to yield compound 3 (3 mg). C-fractions 19-22 were recrystallized to yield compound 6 (4.2 g). C-fraction 22 was subjected to a silica gel column [n-hexane-EtOAc (9:1 to 0:1)] to provide compounds 6 (600 mg), 8 (300 mg) and 14 ( 
